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(57) Abstract: Compounds having sPLA2-inhibitory activities, which are compounds rep- 
resented by general formula (I), prodrugs thereof, pharmaceutically acceptable salts of both, 
or solvates of Ihcm: wherein R^ isCi-C2oalkyl, C2-C2oaikcnyl, Cj-Czoalkynyl. acarbocyclic 
group, a heterocyclic group, or the like; R^ is a group containing 1 to 4 hydrogen or non- 
hydrogen atoms; R^ is -COCONH2 or the like; R' is -(L2)-(acidic group) (wherein L^ is a 
group connecting with an acidic group); and R** is hydrogen or the like. 
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- C 3 T>'W=^ryW:?J-*v'. C 1 - C 3 TyV'^>'l'^:^, C 1 - C 3 /^D Tyl'^v'W, f- 

25 *PJiNe§4'x T/Npy^j t\i.. y ym. b ^m^M^t^o 

18 
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r>*l flit) U< tt2{iiJl±©-fii|§'&iSrJt-r5. m4^<^ 1 ffi<Dl^^k7Kf^SSrS*'t 
- -V A 5" ^ ff e> n S o 

L-C^^-rS) ?^^L-Ct'aD [2, 1-f] [1, 2, 4] h y T i^i 
i-5o ^\fL\l. (k) ^ : 



19 



wo 01/14378 



PCT/JP00/0S357 



O 
II 

-S-OH 
II 
O 



N-N 

N 
H 

»20 



O 

-P-OH 



OR 



19 



O 

4 

-P-OH 
OR'^ 



O 

P— (CH2)i^— N-r2° 



OR 



19 



^20 



0 R2° 

;-(CH2)i^-N-R 

1 - 19 ^ 



20 



OR 



^20 




^0H_ J_oH J-MHSO,^ 



HO— 4s. 

N 

(^(f , ^{iTK^i^^^. ^m. ttcitc 1 -c 1 oT^w^^i- ; R^^n^ti'e 

i^5S)is#^f e>ixs. ^'fiSL<«. (l) - cooh. - SO3H. titltp (o) 

5 (OH) z^S^t^ffetlS. $ejlw$f$L<«. (m) - COOH;55^»f e>nSo 



10 



2«iIi^S^#*Us iiS®0i^-C{at°np [2, 1-f] [1, 2, 4] hy 



16 



15 



R 

■M-C— 

[^f. M«-CH2-. -0-. -N (Ri") *fc«-S- (^f, 

*3gJi^, c 1 - c 1 0 r/V'^e/w. ry-^w, r^^vi^/v. :*^V'Ji?=¥i/, 

/ND^:/] -C^t?$nSS>55^(f bttSo 0SL<«. (o)-0-CH2-> 
-S-CH2-. -N -CH2-, -CH2-CH2-. -O-CH (C 
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H3) *fc«-0-CH ( (CHj) 2ph) - (^tx R"it7iimm^^1t 
«C 1 - C 6 Tyl-^^l-. P h /6S#»f btlSo ^ e>f31»* t< I*, (p ) 

5 2f:PJJNB#4'. r^ttS,>:(Dii^S©:S:$j ^j;Sffl!§ti> fc°Do [2, 1-f] 
[1, 2, 4] hVT'yyft^OA^t r^tt^j Sro/j; Cii^^- (L^) - 

10 2i^^i LTthic-rS, LV^S$«. 2~3-Cfc5, 

-m^ ( I V) tJitSftS k 14 1 LV>o 

f-yu, 2 - ^ n n p< 5=->'W^ 2 -::^D*^ f^yw4?;5S|^rf CjHSo 

^fe$;^^fcS^IB rryv^ywj- «:S!*i-5o m7L\i. M Yo^'y:^^;v, 2-fc Kn 
20 ^-y3Lf-jv, 3 - t Kd ^v^T'n fcVw^^a^^tf e>tb5, t K p # ^^U^S^iff S 

«»J^li. 2 - D Da:^yW:ii-dfi/, 2 - h y p 31 f-yW;^!^r i/. 2 - p p 

21 
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hti^o ^i^. 731-/1'. 1 -•r7^yi'i>>0t.\^\'\ ^ rry-zv-j ci- 

C 6 T/l'^/i's t Kn df-^;/, C 1 - C 3 T /l"^ :t ^ . /NDy^-, = h n , g 

5 m-b L< H^gJ^T 5 y > v/T/, C 1 -C 3/^DT/^^/^^•r♦ 1 S;tl4^E:tt{ii 

*PJ|s|e#1'. ri^TKi^l^^* 1 ~4lliF'^tfSj tti. fan [2, 1-f] 
[1, 2, 4] h y T v'i^#*&© 6te©g^SS:?l^fiK1-5it|{J6<J/h$ ''.fS-Cfe t) , 

:/tfe{e:^*$ns*^lli=^;&^b*SS«rv^5o I^O^tf, (i i) -CFg, -c 

1, -Br. -NOa. -CN. - S O 3 ® <t 5 ^tC 4 O J; >? # V^^7K^ Jf.^ iSr"^ * 
neVNTic^ll^^®^^ L'feV^S, *3j;tJt (i i i) -CHg. -C2H5. -CH = 
CH2. -CH (CH3) 2^ i^iJ' o tVKD J; 5 * 4 o J; 9 i^^;5^v^|^7K^I^^ 

25 

*e^iiS|BS=4' . rg|feT5/J C 1 - C 6 7/Wde-/u, T^/V^Sr/W. Cl- 

22 
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C 6 T/W^/U^/'I'jK^/I'x C 1 - C 6 r/^#yl':t=¥ V;{7/U/}?-/l'l?-C 1 2 

5 <Dmt: (A) ~ (T) T-^-To (f) ~ (p) {JBlIIB.i: [ilS^o 

RMJ:*3VNr«, (A) :- (LM -R". (B) :- (CH^) j.j- (f) s 
(C) :- (CH2) 1-2- (g) > (D) :- (CH2) (h) fl^^i. 

10 R^trjSV^rW, (E) : tK^M^. /^a-/^, C 1 - C 3 T^U^/U, C3- 
C 4 v^^ o 7>'^=^/l', S^cttC 1 - C 3 T/Udf-/W:?}-dE.i/^ (F) :C1-C3r 

yW^/U-ifcJiC 3 - C 4 v'ti' aTJl^^/l'i^iitt. LV'o 

RA{c:j3V>X«> (G) :-C ( = 0) -C ( = 0) -NH2, -CH^C ( = 
15 O) -NH2. *fc«-CH2C (=0) -NHNH2. (H) :-C ( = 0) - 
C ( = 0) -NH2Ji5^^f* bV'*, 



RM^:*JV^-C^4, ( I ) : - (n) - 

- (n) - (m) . (L) : - (o) - 
20 - ( o) - (m) , (O) : - (p) - 

- (p) - (m) ^S$f*UV^o 



(k) . ( J ) : - (n) - ( 1 ) . (K) : 
(k) . (M) : - (o) - ( 1) . (N) : 
(k) . (P) : - (p) - ( 1 ) . (Q) : 



RM^iisv^-cji, (R) : 7Km!^^t.itit$^mm^mi^^. (s) i^mm'f- 
(i) . (T) '.Ti^mm^^tat (j) ds$?*Lv^, 

25 
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\ R2, R'^, = (A, E, G, R) , (A, E, G, S) , (A, E, 

G, T) . (A, E, H, R) , (A, E, H, S) , (A, E, H, T) , (A, 

F, G, R) , (A, F, G, S) , (A, F, G, T) , (A, F, H, R) , 

(A, F, H, S) , (A, F. H, T) , (B, E, G, R) , (B, E, G, 

5 S) , (B, E, G, T) , (B, E, H, R) , (B, E, H, S) , (B, 

E, H, T) , (B, F, G, R) , (B, F, G, S) , (B, F, G, T) , 

(B, F, H, R) , (B, F, H, S) . (B, F, H, T) , (C. E, G. 

R) , (C, E, G, S) , (C, E, G, T) , (C, E, H, R) , (C, 

E, H, S) , (C. E, H, T) , (C, F, G, R) , (C, F, G, S) , 

10 (C, F, G, T) , (C, F, H, R) , (C, F, H. S) , (C, F, H, 

T) , (D, E, G, R) . (D, E, G, S) , (D, E, G, T) . (D. 

E, H. R) , (D, E, H, S) , (D, E, H, T) , (D, F, G, R) , 

(D, F, G, S) . (D, F, G, T) , (D, F, H, R) , (D, F, H. 
S) . (D, F, H, T) , -CfctJ^ ^tl^tli^i^V. R^t^ (I) ~ (Q) <^ 

20 Jfii. f^mm. 'C>^^ (cardiac failure) . 'L>lKSii)S. mH^^mmM. 

WM. Mm. (spondylarthropathris) , 5Si£tt^ttl^J^ x3^^—m^^ 

(Reiter's syndrome) , ^BmWM. WtiiJ^ (enterapathric spondylitis) , 
#MS|53£ (Juvenile arthropathy) t.tHt^cP-^^W.i^^^^ (juvenile ankylosing 
25 spondylitis) . ^lZ>^mW^M. (Reactive arthropathy) . m^^m^^ttcnmiSk 

'^(Dmm^. mm^mm^. ^mi^mmm. f^:^i^mm'^. m\^^^mm'^ 

24 
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(fungal arthritis) . 1S$ttBi®5U^. y>(J^m. m'^0kMmmi \z.xr)B\^i& 
:L^n^mWi}k. mm^^mWim^. mW^mm'^^ (hypersensitivity vasculitis) . 
Luegenec ^^liJIi (Luegenec's granulomatosis) , #^ttffi5jlS y iJ^'^f^ 

(polymyalgin rheumatica) ^ gl^j^JS V !?-^ (joint cell arteritis) . ^yi'i/ 
5 9 J^f^^itWi^W& (calcium crystal deposition arthropathris) . i^iija. 

tfitty ^-^f- (non-articular rheumatism) . i^WiB0ks Bi^Mi^k (tenosynomitis) . 

(repetitive use injury (typing)) s MW^<^i^'ai^Wt (miscellaneous forms of 
arthritis) , 4*M^#ttlSSSi^^S (neuropathic joint disease (charco and joint)) , 

10 miiLitmnm. !k'§^9^mm. amn'^mmm. 0'^'biimm.mw(&. m^o^ 

J; t) §1 w lagfi^ (arthritis associated with certain diseases) ^ 

surcoiiosis, jfi-fe^tt^ri^x m'^^M.^mti iixy^<D^=i ^ n iH y 

^mU. Behat^l^ (Behat's Disease) , i B:fei^^S$n« A/tt (systemic 

15 lupus erythrematosis) . U < f*?fliltt#|gttiR#^© «J: 5 ^lilg/teSfe 

20 

25 
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l§ 1^ H JS 1" S * <D ft ^ o «l 
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(j^cf; R\ R*^ R\ R*. G», *5it>'L«tt^l5il^lci§ ; H a 1 

(Hi IS) 

7tKcr77i^, i7acf-/UJi — 7=•/^^ if- > i/ y n — p< j: — 7^ yW^O 

Ty/i':^p^h\ T y o y K^or/i"Jr=:yu/N7-i' KiSrJOx.. iNfF^~2 4 
10 f^m. »*L<«i^P^~8^FflKJ5£:$'&So ii^o^^aSS:^T5 r ,b J; •? , 
-fb-a-ifel (VI I ) iS: # 5 r ^ ;as T? # 5 ( J. Chem. Soc. Perkin. Trans. 1, 1987, 1986 

mm) o 

(M2X^) 

15 -fk-g-ife) (VII) Srx h 7 fc Ko 77 v?a:^yUa:-'ryl', a:f^U>';/y=i 
-/Uvf/^/U3i-7^/WS^<D^j!i{c:^fi?L. -2 0t~0t. »*U<»-15t 
~- 1 CCX-J/ y --^-/H*^ (R>MgH a 1 : Ha 1 it^^ o ^ > ^T^i-) ^ 

Anx. - 2 ot:~3 cc, L< {4o*t:~2 stj^ix 1 ~i 5^^. L< 
« 1 ~8^F^SJt:*-&S.o iiSo^*&aSr^t5 - irteiJ; D^k-^ifei (VII I) Sr 
20 #SC<b>iS-e#5 (Synthesis, 996, 1988 #fl5) » 

(H3im) 

2^xmw^i^i^<^-Sj^'a'5:;*->^:xi^^l:1-5xmx-fc6o -fb^ife (v i i i ) 
$:i;?^nD>^V, i^S^ai^/W, p< ^ / -/W^JJl^gft? t . -7 8^:^0^. 
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(^4lg) 

-(t-g-ife (X) i3j;i>*iiffi&, mm. mm^<Dm^-m^it'^s 5o°c~ 

fllty^'o-jv^m^ (XI) w <J:;i5-Ct 5 (Chem. Ber., 102, 3268. 1969 

#R8)- 0 

10 

(ipsxm) 

SIR-^^RfS (Protective Groups in Organic Synthesis, Theodora W Green 
(John Wiley &Sons)#M) \^ ^ '<i 0 Z. tt^X^ ^ o ««l;ttf, it^^ (X I ) 
15 oL^i ^'-/\.m(OTjyy^-J^l^m^^m\^. m 5 0'C~10 0'C 

\z.XO. 5~3l^P^Sl&$-frSri:{cJ;«jr5yf* (XI I) ^m^Z.kii^X^ 

S o 

(^6Ig) 

20 *xmWT5 ySSrR^CO- (^C^f, R " ^HiflS <t I^S^) -^(^^-rSX^t? 

feSo {k'&'fe (XII) Sr:S^k/^ i^S {m^\t. hyji^/v- 

T?^^. t^yv':/^) (^#^ET. R-'CO-Ha I ( R " «MIB i I^E^, Ha I 

tt/Npy^x) t-2 ot-a o°c, it?* l< {iCC—a q°cx i ~ i o^P^, » 
* L< li l~3^P^SlS$-a:S-i:J-J: U^k-g-ft^ii (XIII) Sr^S r i iSX-§ 
25 So 
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^xm\t. C 1 3CCO-Sr^Ai--5XmX'fc5(0rg. Synth., 1988, VI, 618 # 
M)o it^'^ (XI I I ) Sri>?ai^/i^jc — x/u. h7t Fa77 y^<DmW¥. 

c 1 3CC0C 1 i ot:~ji»ftias, 0* u< ttii^fig-eo. 5~5f^ra, » 

5 *L<{iO. 5~iB#F^S^S;$it-5^<i:lcJ:i9^k'a-'^ (X I V) 5r#S::<!::dS-C 

t So 

(^8lg) 

3|s:imtt^^bRl£:S:e5 xmr-feSo ^k-a-ifei (XIV) Srx-r/i'^ rh^b 
10 Kn 7 0'C~6 0^. L< «2 0^~4 Sti-CO. 5~6 

V) =Sr#5 i;J5-C# 5, 

15 m^nm.) 

1 2 0'C~ 180 »^L<«14 0\:~ 1 6 CC-CO . 5~ 5 ^|^. iij* b 

<«:0. 5~ll^fWSJ«;$-tir5::t.JJ:J;»)^t'a-«fei (XVI) Sr#S w i: So 
20 (i^lOX^) 

3i=imtt, 4^<^^ h >'^/^Dy:^^^:^^^^-r5xmT♦fe5c -fk^*^ (xvn 

t< «iS»KmS-CO. 5~6B#^, L< (40. 5~lB#Ffl 

iJ- J: t'^k-^'^ (XVI I) Sr#S^ iiS-CtSo 

25 

(mi 1 xm) 
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m) xmT-fc5o 'fk-g-ife (XVI I) «rt^xf^/Wx-7^/l/, Thyt 

h'oyyy^omm'P. R2^-L°-M L^*3 iU^R^MifiHEil^lS^x 

MI4TyU* y^JR) 2 O'C^e CC. t< ttCC^S O'C-Cl -8 ^ra, 

5 iti-^[.<\tl'-3\^mRft^^'t^^ticX\)it^i^ (XVI I I) 

(0 1 2ia) 

Jti:Xigll.4ta[|c®JfeSSr^A-r5im-CfeSo -fb^i^ (XVI I I) ^h/\^3L. 
10 >'>-rh7tKo77>', 1, 2-i?:J'o a :xl ^ l>^^(DBWk'P . Ha 1 - C ( = 
GM -C (=G2) -Ha I (G \ G^, jSit/Ha 1 (^ic^^ ;t 

:e-=3E-1^ y /w^' D y K^;5S#<f e>*T.S) *5 it>*N - 7« 5^>'W^-'»'d^ y h y J^^^- 
zUT 5 ^^(D:SS<&*D 3 01C~1 1 CC, ^ffSL<«6 5*t:~l 1 ot:t?i 

15 5~3 05^. »S U< » 1 0~2 O^^SJES^-fr* - i J-J; ^J-fk-^^ (XIX) 

(i^ 1 Sim) 

m^Jt^^'t^^ti^X^it^iHo (XX) S:»5::i*S"C#So 

(;^jfeB) 
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(XXV) (XV) 

43 J;t>'RMi^l5<!: I^S^ : R^MiC l - C 6 7/w=3?^/w. R 

5 mi am) 

XgT-fcSo -fk-a-^l (XXI) i: 1 , 2 -i^^ o a:ji^:y, ffi^b^f-l^i^^O^ 
i3Uc^j|?U. R2«co-Ha 1 <R29i3j;t>*Ha Uigu E <i: I^S^) fcJiOVu 

m^itf. AlClax SbFs. BF,^) Sr-7 St) 1 Ot, 

10 L< it- 2 0"G~0'Ct?JPx^ - 1 0'C~ lot. L< I* CC- 1 Ot-CS 

-30^^, $f*b<ttio~2 o^-rs w <b t:: J; K)\t^m (XXI i ) Sr#S r 
i;iS-C#So 2|s:R;£:«^jK«:fflv^5:: i:/i<'fk'&'^ (XXI) SrR^'CO 

-Hal (c^ft?L,±fBil^^OS)Et?J-t^o-CfT5 r i;iSt?#S ( J. Med. Chem., 
39. 3636-58 (1996) #flS) o 

15 

(^21^) 
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<«0'C-CJP;i, 5~3 0^, b< « 1 0-2 O^m^^-rS, -fb-g-^ (XX 

I I) ^mitT^^i^i^. n \^o7 7y%(ommcmf»\^, issit^^eeti^ 

6 - 2 Ot- 1 0°C. $f * b< ttO'C-CJO^. 2 0 ~ 3 0 :»-}t^^ Lfc^. $ f> {CI 
5t:~40t:. $jF* U< «2 Ot-S CC-Cl ~5^P^, ^if S U < 2 ~ 3 ^Ffl 
«&i*?t. -fb-g-ilfel (XXI I I) Sr^SCli^JS-C^S (J. Med. Chem.. 39, 3635-58 
(1996) ^m) o 

10 (igsxm) 

ilcxatt. t°a 7 ^ / -fb-r-S XgX-fc 5 (J. Heterocycl. 
Chem. 31 (1994), 4. 781-786 #M) TKSl^b:^ h ^ ^> -^^ T ^ 

ommi^mmi^. it^^^a (xxi i d «r- 2 o*t~6 o"c. »*l<«o^~ 

3 0°C-C*D^fc^^ $ f> {Cpc v'^ V'>';^/W^jN=./Wt Fn v'T ^ (Synthesis, 
15 140(1972) 0m) «:AD^s HmS-CO. 5~5Bf(^, «^*L<«0. 5 ~ 1 
jSi^-rSi t {JiJ: U'fb'g-'fe (XXIV) 5o 

(m4xm) 

2|s:lS«t:'n— 1 {fl:©T 5 y S{C R " C O - 3IA*5 «fc t>'3t ;^ T^yWO^DTKift- 

(1. 'fk^'^ (XXIV) ^mit^i'i^y^ommi^mmL. r*co-h a i (^ 
R^i^mmtmMm. Ha lw/^^yv) *3 j;t>* h y ^n^yuT 5 ^^©^s 

33 



wo 01/14378 



PCT/JPOO/05357 



1 ot:~7 ot, ii?* L< tt5 ot-e 5t-c 1 ~ 1 oNfP^. l< « i 

5 sIcX^fi^^tSJ^^^^T 5 xm-CfcSc 'fb^'iJ (XXV) <^M*g^^(-^fi? 

8 CC- 1 5 CC. L< »i 1 3 0'C~ 1 4 0*10-0 2-2 OI^P^, * L< tt 

4~ 1 2i^i^r;S^?*5 r iic J; (xv) i i la^-ct 5. 

;i^i£A-0 9xm~0 1 3xm^l^1^«)Si^:^^T9 i J; 19 . -fb-^t) (x v) 
d^^j^tl^iJ (XX) 'viS< r 5o 

10 

20 O^^JC-a-^^tlS (^^Jx«. S.M. Bergeb, "Pharmaceut 
ical Sal ts,"J. Phar. Sci., 66, l-1.9 (1977))o 

34 
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10 

^5?«=f '£.^S^W■r5WI§^K)ff«:, 3t«i:1#^6<JSJE£?{J:#t-5 ^ll#{J:«^^®;^j5felc 
20 SiJ1-S;fyfe{cJ: 

. ilfii^ijg'g-i^, mmVm^t^^^X^mXh^ (B u n g a r d, H. . 
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Design of Prodrugs, pp. 7-9, 21-24, Else 
vier, Amsterdam l985)o :xL7^y- )Vm<n>-f u K7 y < 
^hi\jX^ •? (Silverman, Richard B, The Organic Chemistry of Drug Design 
and Drug Action, Chapter 8, New York, NY Academic Press, ISBN 0-12- 
5 64370-0 . %%m\L'k^<OZfn V ^<Dj^i%h\.X%in-^\.< . ^fc. 

r/i LT^f* LV^al;^■r>'^i UTWC 1 - C 6 T/i'='E^yVJ^;^X/'t'*3 iU'^^iiC 
15 jijxx/w, n - :/^/W-x;^r /u, ■< )^'f^A':i^7^'f /^^ t e r t - r 

20 h y 3 (Aldrich Chemical Co., Milwaukee, Wisconsin USA; 

|!{p«p#-§- No. 28,956-6 t LXA^"5I^) SrRfS$-fr5 ( f^/Wxh/wi^ T 5 

25 hy'?A;^i3 !>'fk:3^^/u (Aldrich Chemical Co., Milwaukee, Wisconsin USA; 
®!fpS-§- No. 1-778-0 i L-CA^^^tg) SrR;t^$-&5 ( i^^^ f^-'^dN^UA T $ 
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5 K (Aldrich Chemical Co., Milwaukee, Wisconsin USA; |!ifp#-^ No. 25,099-6 

10 -fb-g-JfeWTf h y I? 4 - ( 2 - o a^^/w) ^/I'Ji^ y J^gfe:^: (Aldrich 

Chemical Co., Milwaukee, Wisconsin USA; iifp^-^No. C4,220-3 t LTA^ 

25 ^^o-c. -rsC (I) . (1 I) > i3J;t>* (III) -e^^ns^k^i^s 
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5 

*ll?^^li'g'ifei{i^P> airp>'-'W^ Ejl, SS> -STx 

15 *:/i:W^fl:<^)*fi^'Cfc«?^ -?:ix«^SiJs ^»J, mi^M. u^M. xy^V 

li?PJ*5J:tK*:7^-feyw^^-&i-So mi^l&mt. J§«??PJ. !S®»J. 
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^iJ^t^T'D fU'^i/y =-^i'7K^iS4't-^«?-rs^<b;Js-CtSo zKtt 

20 5o 

S-^4«^S<^4^fl8> U^f^-V. m^<0^n. *)t«{4fS{^ ctoT 't>^*6 
^A(cMo-CJg4--r5^'g-. ilSO. 0 1-50 mg/kg/0-CfcS. 

39 
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Me : f-zW 
E t : 

P h- : 7 :ti=^J\^ 

A c : T-lr9^/U 
B n : ^y-JjV 

DBU : 1, 8 -S^r-lf f'^^ n [5. 4. 0] - 7-!>Vx-fei' 

mmm i 
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Me 

NC^COOEt 



Me 

miXg Me oEt maXfl 

►NC+CH2CH ► NC )-OEt 

COOEt OEt EtO 



(1) 



(2) 



(3) 



Me. 



Me OEt ||4Xg "'V-. 

O 

(4) 



N 

(5) NPhth 



Me 1^ 



NH2 
(6) 



NHAc 
(7) 



COCCb 
NHAc 

(8) 



O O 

mexg o'S**V I59XS HN'S^v 

^>N'''-f ^ ^N-^-^^ ^ 




mi 1XS 



MeOaC O 




m 2X€ 



MeOzC O COCONH2 



(I-l) 



(i^ixm) 

'ffci'§-«b(l)(25.8g, 0.203mol)x a * T -fe hT/Wxfc K v^a: f^.'Wr -fe ^' - 
5 (48.0g, 0.244mol). V e'A(33.7g, 0.244mol)*3 J: t>'v^ 7^ ^/WjJ^/WiN T 5 K 

• i/^^A-C^iS. h/Ux:^^Sr^* L}t^^ffiTSil^fTV>^^ 99-102°C(lmmHg) 
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iH-NMR(CDCl3): 1.38(3H. t, J=7.0 Hz), 1.21(3H. t, J=7.0 Hz). 1.62(3H, s), 
2.01(1H. m, J= 14.2 Hz, J=4.2 Hz), 2.40(1H, m, J=14.2 Hz, J=7.4 Hz). 3.49- 
3.75(4H. m), 4.24(lH. q, J=7.0 Hz), 4.25(1H, q, J=7.0 Hz). 4.75(1H. m, J=7.4 Hz, 
J=4.2 Hz). 

5 

'fk'&«^(2)(43.6g,0.179mol), H^^;)?; y l> (19.3g, 0.197mol). 

10 ft^^mmrM^^n^^mM. 110-113*^(23 mmKg) <d m-^omw^i 3 x29ABg, 

iH-NMR(CDCl3): 2.13(3H, t. J=7.0 Hz), 1.23(3H, t, J=7.0 Hz), 1.35(3H, d, J=7.6 
Hz). 1.73-2. 00(2H. m), 2.79(1H. m), 3.47-3.80(4H. m), 4.67(1H, m). 

15 (^3Xg) 

-ft -g- ^ (3) (7.0g,0.05 mol) (D - W ^ (35ml) ^ ^ (1.53g, 
0.063moI)^ i-X/'l'(71ml). 1,2- v?P^ a A i ^ :/(0.26mI, 0.003mol)i3 J; t>*^^k 
>c:^e^/U(7.l4inl, 0.060mol)J: 13 SSSIL^/Sii/!; =-\'-/wKli{;:JP;^^ST 4 
it b ^ ^ 60^ 5 1^ ^JP I8i 31 atD U , S » ?k T .m^k T ^ - I? A (5. 35g. 
20 0.1mol)7K^^K(50ml)^SrJD;t$ ?>(w 2 N}j£®^63ml SriOx. 30:9-F^it«2b;to 

M-^- h y !> A(3.36g, 0.040inol)SriPx.T4'fP ^-T'/i'-Cttffi Lfco ^WtMi: 

n-v h 7 7 >f--C)ftgiL(I^SSi^/^:h ^1^^^=10:90), '(l:-§-4fe)(4)(9.13g, 
78%)Sr#:'5:o 

25 »H-NMR(CDCl3): 1.11(3H, d, J=7.0 Hz), 1.58-2.24(2H, m), 2.90(1H, m), 3.77(2H, 
s), 3.78-3.90(4H. m), 4.87(lH. t. J=4.8 Hz), 7.14-7.37(5H, m). 
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(if4ia) 

it^^(4)i35.9g, 0.129inol)i N-T ^ / ^^/u-f 5 K(20.9g, 0.129mol)Sr 95% 
/ - /l^ (250ml) lN±i®?(13ml, 0.013mol)S: JDx. BOj^mMBMrn 

5 LfZo ?&iPL, ^mm^^m.i^\^. 'ft^!^(5)(35.96g.84.4%)SrgJJltfe<^)^^B<!: L 

il!;*t:151-152*t 

iH.NMR(CDCl3): 2.13(3H. s), 3.81(2H. s), 6.24(1H. d, J=3.0 Hz), 6.60(1H. d, 
J=3.0 Hz), 6.92-7.03(5H, m), 7.79(4H, m). 

10 

(M5xm) 

•fb'a''^(5)(6.0g, 19mmol)^:E-^y — /U(60ml)(C^|?L, b l^yi^y • — tK^^^ 
(2.37g, 47.4mmol)?SrJU;?L 1 NFMJ0fRi)Si5fEL:fco ^^#)«r5iaL. Ji^'/— yW^r® 

:ijy M,^ a-r h^97 ^ -"OfSlSiL (l^i^^if^ /Wt-v =^ri^ V =20:80). -fk-^ifel 
(6)(3.21g, 91%)^S:Mfe<Oift4^t«^«.i: LT^fc. 

iH-NMR(CDCl3): 2.08(3H, s). 3.98(2H, s), 5.88(1H, s), 6.62(1H, br), 7.09- 
7.30(5H. m). 

20 

'fk'a-'^(6)(3.2g, n.2mmol)(Di^i^ d D p« ^ :^^m(50m\)\Z b V ^^/I'T $ 
(3.6ml. 25.9mmol). T^'f-^l^^oV K (1.23ml, 17.3mmol)iS:}!)P X., M^&t^-Cli^ 
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=40:60), it^^a)(2.61s, 68%)il:Mfe©MS LXmito 
ii!l!^:ll8-119''C 
5t^^^ C14H16N2O t LX 
ni^m-. C,73.66; H.7.06; N,12.27. 
5 C,73.74; H.6.93; N,12.31. 

iH-NMR(CDCl3): 1.48 and 1.97(3H, s). 2.09 and 2.15(3H, s). 3.82 and 3.84(2H, 
s). 6.02(1H, m), 6.52(1H, m), 7.08-7.29(5H, m), 7.38 and 7.43(1H, br). 

10 'fk'&i|fel(7)(2.64g, 11.6mmol)0:»^ — x/i'^^SCSOmDtC h U ^ u aT±^/V^i^ p 
V K(1.55ml, 13.9mmol)^ADx., 45^mMWMmLtc^ RHV^m^f^^^^yi^mi- 

'-XmmLim^^^^^:^^1)->=30'.70). 'fl2'^t)(8)(3.94g, 91%)Sr^-fe©/ferB <b 

15 i^xmito 

il!/fe:142-144"t: 

Ttm^m C16H15CIN2O2 1 u-c 

%^nm: C, 51.43; H, 4.05; CI, 28.46; N, 7.50. 
mm^l C, 51.43; H, 4.03; CI, 28.23; N, 7.59. 
20 iH-NMR(CDCl3): 2.07(3H, s), 2.17(3H, s), 3.93(2H, br), 7.10-7.33(5H, m), 
7.73(1H. s), 8.09(1H, br). 

(^8X^) 

'fb'g'#l(8)(3.9g, l0.4mmol)S:x h 9 t K d 7 7 ^'(40ml){C^ji? ^M:^ V l> 
25 A(3.17g, 22.9mmol)^APx> 45°C{CT 3 B#P^Jt^^ Lfc, ^ltmt:7k:^'P\^&.€ . 
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«l L , ^ j« «r @ * U ]fc , « $ * Si i - =5^1^ b . -fb-^fifei (9)(2.65g. 

Ttm^m C16H14N2O2 1 LT 

5 1+^^: C, 70.85; H, 5.55; N, 11.02. 
^^m-. C, 70.66; H, 5.52; N, 10.98. 

iH-NMR(CDCl3): 2:13(3H, s), 2.33(3H, s). 4.18(2H, s), 6.96 (IH, s). 7.15-7.31 
(5H, m). 

10 (»9Xa) 

'fb'&«fe(9)(2.65g, 10AmmoD\cmW^T y^=^'P J^iSg, 104mmol)^Sr JD X 150^{C 
'fk'a'<Kl(10)(2.48g, 94%)Sr e-fe<^*&*i LXmfto 

>H.NMR(d6-DMS0): 2.10(3H. s), 2.21(3H, e), 4.16(2H, s). 6.67(1H, s), 7.15- 
15 7.28(5H. m), 11.46(1H, br). 

(m 1 oxg) 

>fb'&«fe)(10)(2.48g. 9.8mmol)\Z.:t^ iym.it V :^(10ml)«r AP ^ 30 ^F^iPS&iigS U 

=10:90). •fb'^i^(ll)(2.42g, 91%)^1gfe(^!©*i U-C#fc, 
7C^^^^Ci5Hi4ClN3 t L-C 
ff^SCIt: C, 66.30; H, 5.19; CI, 13.05; N. 15.46. 
25 HS^-IiS; C, 66.52; H, 5.11; CI, 12.91; N, 15.67. 

iH-NMR(CDCl3): 2.29(3H, s). 2.56(3H. s). 4.36(2H, s). 6.75(1H. s), 7.18-7.28(5H, 
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m). 

(|g 1 1 Ig) 

^^/V^y aU'- h(4.0g, 44mmol)©7' h 9 t K n 7 9 >'^*K(30ml)tz:7j<?ft T, 

5 ;& y t-y h =3e'> F(2.9g, 25.8mmol)^APx.. ^filciT 30 ^^^^l* L:fco HtJ? 
7K?&{J:T:mi«^ -e ::'^'(t:'a-ifei(ll)(2.34g. 8.6mmol)^JPx.. mikWiZX immW: 

am-:'- K y A-e^«IU. ^iS?r@*Lyto y 9 A iJ' p h 7 

10 )e^BiLr#y5:, 

ill^:109-llO°C 

TC^^W C18H19N3O3 t UT 

tf^fil: C, 66.45; H, 5.89; N, 12.92. 

HS^H ; C, 66.53; H. 5.89; N, 12.80. 
15 iH-NMR(CDCl3): 2.24(3H, s), 2.41(3H. s), 3.78(3H, s), 4.32(2H, s), 5.05(2H. s), 

6.65(1H, 8), 7.16-7.27(5H, m). 

(if 1 2Xm) 

it^^(12) (695mg, 2.14mmol)4r h /l^a: >^(l0ml)ie:^^ N- ^ ^ i'l' ^ JJ^ ]) 
20 i^(2.35ml, 21.4mmol). 3j- y i^' d y K(1.87ml, 21.4mmol)i£r JP ;t . 1.5 B#Pfl 

7k-e^&«3L. i^i^a:f^/uT?tttti Lite ^mm^ 2i^mwt. lafpi^^* 

h ^7 7 ^ --OfSfilLCi^ife 31 f^>^W:^de. 1^^^=90:10). ^k-g-tKI-lKSeimg. 43%) 

25 ilrit^<0^fa<b 
il!^:196-198'C 
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7tm^^ C20H20N4O5 tLX 
f+^M: C, 60.60; H, 5.09; N, 14.13. 
nmrn-. C, 60.59; H. 5.04; N. 14.17. 

»H.NMR(CDCl3): 2.39(3H, s), 2.46(3H. s), 3.76(3H, s). 4.32(2H, s), 5.03(2H, s), 
5 5.65(1H, br), 6.69(1H, br), 7.18-7.28(5H, m). 



10 (^ixm) 

'fb'a'«fea-l)(73mg. O.lSmmol)^ ^ ^ / - yi^ (1.6ml) , rh^fcKn^^:/ 
(1.5ml) {j: L, 1 NTKS&^b:?- h V i> A* (0.37ml) SriD x^fiJCT 1.5 

15 SrB^S^^^/^-^^-y-V-CSJit^ -(t:^^(I.2)(36mg, 51%)Srl8fe<Ofe^i: L 

i!!^:195-197''C 
Tzm^m C19H18N4O6 t L-C 
nWm-. C. 59.68; H, 4.75; N, 14.65. 
20 ll@i^it; C, 59.67; H, 4.67; N, 14.61. 

iH-NMR(d6-DMS0): 2.32(3H, s), 2.42(3H, s), 4.34(2H. s), 4.94(2H, s), 7.19- 
7.30(5H, m), 7.60(1H, br), 7.99(lH, br). 13.15(1H, br). 



mmm2 
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Me02C 



xy^' — - H^^* — - 

(14) o^^^ 



Et 



(13) 

IgSXfl Me02C 



HN. 

(15) ^Ph 



"t^ (AC).N 
(16) (17) 



AcHN 




MeOjC O COCONH2 



(if IIS) 

l^y^^/Ui^oV K(6.65ml. 57.3mmol)Sr?gT m^WT 15 ^mmW l^tCo itb 
{CtIcJ^T. -fb-g-ifeKlSXEur. J. Med. Chem., 28, 481,(1993)^^:fBi^«>:^fe^^:^^ V^-g- 
^T*# 5)(2.93g, 19.1mmol)0=. h n ^ ^? :/^?S(40ml)Sr 20 ^>^;J»Jtr jST 

10 t\ K®?3:^yU-CttttJ Lfco S: 28%T 7 7K^?S(10ml). ^^Dtft 

a-v h ^7 7'f--CmiS t(i^®?3:^^U':'^^f-:/=20:80). 'fb-S-i^(14)(4.20g,85%) 
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iH-NMR(CDCl3): 1.14(3H. t. J=7.5 Hz), 2.55(2H, qd, J=7.5, 0.6 Hz), 3.89(3H, s). 
6.85(1H, dt, J=2.7. 0.6 Hz), 7.46-7.53(2H, m). 7.59(1H, m), 7.71(2H. m), 9.48(1H, 
br). 

6 

'(li-g-!teK14)(776ing, 3.02mmol)®> ^ / — -'^^IK(15inl)(C, fk^T . ^Sl-di^ 

a ^iti- h V l>A(2.70g, 18.0mmol)<^T-fe h =• h y >'V'!i®l«(3ml)l::s M^.-^ 
i/ux3 h V ^f-J^i^y >C2..Zm\, 18.1mmol)^iPx. I^^#T 15 ^P^^i* Ll^o 
15 rtLf;:*?&T. ^-ornhfil^B^OT"^ h- h.y /i'^IS(9ml)S:JP;tfc^, Mt^^z. 
T 36^ra«li<^bfco SJ5&?«JJ: iNTjcSfe^b-^- h y lO.Sml Sr*P^, 1^®^ 

?iiSK^ h y ^«iSr@*Lfe, i^y^'Jr'/i'^ o-^ ^^^7 7^- 

•C*Sl!^L(S^®S3:f^y^:^^•^^:^=16:84). 'fl:-^ife(15)(647mg, 88%)«:ilfe^&i: L 
20 -C#fc, 

>H-NMR(CDCl3): 1.17(3H, t, J=7.5 Hz), 2.45(2H, q, J=7.5 Hz), 3.78(3H, s), 
3.94(2H, s), 6.78(1H, d, J=2.7 Hz), 7.12-7.17(2H. m), 7.20-7.34(3H. m). 8.56(1H, 
br). 

25 (113 1^) 

60%7Kljl.'(k^ h y !J'A(1.2lg, 30mmol)©-;^> ^/V4^/^A7 5 K#iSIK(35ml) 
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0-;^ VJ^yU^;*- =>'H: Ko ='Pv^T 5 y (Synthesis, 140 (1972)»c:E«g® :^ 

fetCt^V^-g-fiK-Ct S)(4.54g, 21mmol)S:JDx. ZO^mmW LfCo Sf&iS^SrTkTkt 

;W:^i^r1^V=l5:85), -(t:'&«fe(16)(1.6g. 41%)iSr5?fe(Djft:|^#)« <!r LX^^o 
iH-NMR(CDCl3): 1.14(3H, t, J=7.5 Hz), 2.43(2H, q, J=7.5 Hz), 3.80(3H, s). 
4.07(2H, s), 6.74(1H, s), 7.10-7.29(5H, m). 

10 {^4im) 

-fb-g-ilfelCieXl.Seg, 5.26mmol)(Di^i5' d d ^ ^^^^(20ml){c:7|c<«&T, h y 
yWT 5 :^(2.2inl, 15.8mmol)s T-fef"/W^ a y K(0.82ml, 11.5mmol)S::«JP ^ 

15 h y i^y n-^ KiJ^^^^- 

'OHIfSSj L(f^Sfc3:f^>'W:'^^-y-i^=20:80). 'fk-^ti(17)(1.23g. 68%)«:Jlfe®?ft«t4«J 
Si: LT#^o 

iH-NMR(CDCl8): 1.26(3H. t. J=7.5 Hz). 2.01(6H, s). 2.56(2H. q. J=7.5 Hz), 
3.74(3H, s), 3.75(2H, s). 6.97(1H, s), 7.08-7.29(5H, m). 

20 

(M5Xm) 

'(k'^#)(17)(1.2g, 3.5mmol)<0/ J ->'^^^K(5ml){r . 4N7K^'fb-^ h y AtK 
^»fif(4.4inl)S:ADx 2.5 B#Pfl JpfKiiisg L:/to ^^MVL 10%Mfe7K^?KSrAD i: 

(18)(840mg. 84%)*ilfe©«£^i: Lr#fco 
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7E^5^^Ci6Hi8N203 i: L-C 

H-^fi: C, 67.12; H, 6.34; N, 9.78. 

mmm-, c, ee.ei; h, 6.37; n. 9.68. 

iH-NMR(CDCl3): 1.14(3H. t, J=7.5 Hz), 2.06(3H. s). 2.42(2H, q, J=7.5 Hz), 
5 3.89(2H, s), 6.99(1H. s), 7.07-7.29(5H, m), 7.92(1H, br). 

^b^ifel(18)(822mg, 2.87mmol)«r«5l7Ki^^(10ml){c:^^ 4 B#Ffl AD^ftjSijft L fCo 

10 fco ^mmi:m^'kM7i(.x*m^\.. mm-)- ^ v '> ^-(^^i^v. mmi:w^\^it. 

'y') tl^JiV^^ P-^ hj/7.7'('--C)^iSL(i^^^^/^:^=¥-9-i^=lO:90)> -ft 
-&!^(19)(744mg, 97%)S:efe©ie&5|ci: LT:#;/t, 
7tm^^ C16H16N2O2 t LT 

C, 71,62; H, 6.01; N, 10.44. 
15 %WLm.\ C, 71.70; H, 6.04; N. 10.45. 

iH-NMR(CDCl3): 1.16(3H, t, =7.5 Hz), 2.32(8H, s), 2.51(2H, q, J=7.5 Hz), 
4.19(2H, s), 7.02(2H, s), 7.13-7.29(5H, m). 

(^7 1^) 

20 jb^itel<19)(733mg, 2.72mmol)lJ:f^l^T ^'^^ A(2.1g, 27.3mmol)Sr*0 ^ s 

I45't{^-C 30^FflAnf»Ufco RJESffi^^^r?^^PL, 7Kt?#«?Ufc„ ■ 
TKifet, ^jlibfc, '(k'&'^(20)(669mg, 2.50mmol)4refeO«&^i Ur^fc, 

7C^5^^ff CisHnNsO ^ L-r 

tf^lS: C, 71.89; H. 6.41; N, 15.72. 
25 llg^^t; C, 71.92; H, 6.45; N, 15.79. 

»H-NMR (de-DMSO): 1.09(3H, t, J=7.5 Hz), 2.21(3H, s), 2.48(2H. q, J=7.5 Hz). 
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4.18(2H, s), 6.72(1H, s), 7.13-7.28(5H, m), 11.43(lH. br). 

it'k<^(20)(6Almg, 2.42mmol){J:2J-='f v'^'ft V >'(3ml)«: JP X. SOtlJClT 30^m 

iH-NMR(CDCl3): 1.24(3H. t, J=7.5 Hz), 2.56(3H, s), 2.67(2H, q. J=7.5 Hz), 
10 4.37(2H, s), 6.80(1H. s), 7.16-7.28(5H. m). 

(m9xm) 

^ ^/Ui/ y =« W'— hd.Og, 11.2mmol)<^)v' h 7 t K d 7 7 V-^ISClOmDl^TfC?^ 
T> ;& y ^> A t-:/ h^i/ K(752mg, 6.7mmol)«rAPx., ^fitcT 30 :»-^iti^ L:tc 
15 ^r{z:7lC?&T, 'fb'a-ife(21)(638mg, 2.23mmol)SriDx.. I^^W^T 30 :»ra^J«^ Lfco 

lti!lb(i^^:t^/^:^=^-9-:^=15:85). '(b'&ife(22)(706mg, 2.08mmol)Srli'fe(^l£ 

20 TC^^W CigHsiNaOa ir 

. fh^^t: C, 67.24; H, 6.24; N, 12.38. 
%mM.; C, 67.30; H, 6.14; N, 12.38. 

iH-NMR(CDCl3): 1.20(3H, t, J=7.5 Hz), 2.41(3H, s). 2.62(2H. q, J=7.5 Hz), 
3.79(3H. s), 4.33(2H, s), 5.06(2H, s), 6.72(1H, e), 7.16-7.24(5H, m). 

25 

(01 oxm) 
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^b^«^(22)(514mg, 1.51mmol)*7' h 9 t \f a y ^ > (lOmDi^^M L . N-> f" 
ju^/U7i->. ]) y(3.3ml, 30mmol)> sh^Pi^ y /WjJ' d y K(1.95inl, 22.4mmol)SrJDx.x 

5 J5fcj^L. Bitl?:^ h y e'-t^-C^t^S ^^$r@*Lfcc y -T/i-;^ 9 A d ^ h 
^7 7>f-T*)fg®! L(fi^ffi^:i^f'>'W:'^ =5^1^:^=70:30), 'fk'&2fel(I-3)(182mg, 29%)^ il 

it 170- 17 it: 

7Clll5>^ C2lH22N406i VX 

10 C. 61.46; H, 5.40; N, 13.65. 

^g^lil; C, 61.41; H, 5.43; N, 13.70. 

iH-NMR(CDGl3): 1.11(3H, t, J=7.5 Hz), 2.45(3H, s), 2.81(2H, q, J=7.5 Hz), 
3.77(3H, s), 4.34(2H, s), 5.02(2H, s), 5.56(1H, br), 6.68(lH, br), 7.15-7.27(5H, 
m). 



<te)a-4)«r#:fco 

ii!;^:207-209°C 

TC^^^ C20H20N4O5 t\^X 




(^1 X^) 
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tf^M: C, 60.60; H.5.09; N. 14.13. 
mf^km-, C, 60.50; H, 4.96; N, 14.12. 

iH-NMR(d6-DMS0): 1.00(3H. t, J=7.5 Hz). 2.42(3H, s). 2.76(2H. q, J=7.5 Hz). 
4.35(2H, s), 4.94(2H, s), 7.18-7.aO(5H, m). 7.60(1H. br). 8.01(1H. br). 

5 




(23) (24) 




(1-5) 



(m 1 T.m 

10 ^b'a''fe(23)(1.5g, 3.81mmol)Sri^:^-*-y-^(15ml){c:^)5? '^^X }• y ^ h 

y i^/-'^ v?l?-^(220mg, 0.19mmol), at ^' / — >'l'(7.6ml), 

7a:^.2.{a5i^(732mg, 5.72mmol), 2Mi^S^■:^ h U A*^?«(7.6ml)S: JP ;t:fco 
T/w=f:/T-'gifet:t^t- 2 ^F^;!)Pll!ijt»S Lfc, SJE£;?«Sr/^in L> IN ^^Tk^fS 

15 h ^7 7^ -T'Jftii ^ y -/V:^ D ^7J^;^A=3:97), '(k^iKK24)(1.12g, 

Ttm^Vt CaoHi9N30S t LT 

1+^^: C, 68.74; H, 5.48; N, 12.02; S, 9.18. 

mmm-, C. 68.81; H, 5.40; N, 12.00; S. 9.24. 
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iH.NMR(d6-DMS0): 1.00(3H, t. J=7.5 Hz). 2.15(3H, s). 2.29(2H, q, J=7.5 Hz). 
4.28(2H, s). 6.72(1H, s). 6.80-7.64(7H. m), 11.46(lH. br). 

fflv^X^k'g'^^fe)(I-6)^^r'&^lxfcc 
il!/jS:l28-l29'C 
Tbm^m C26H24N4O5S t L-C 
H-^liS: C, 60.96; H, 4.91; N, 11.37; S, 6.51. 
10 mmm-. C. 6O.9O; H. 4.82; N, 11.37; S. 6.53. 

»H-NMR(CPCl3): 0.97(3H. t. J=7.5 Hz), 2.41(3H. s). 2.61(2H, q, J=7.5 Hz), 
3.78(8H, s), 4.44(2H. s). 5.02(2H, s), 5.57(1H. br), 6.68(1H, br). 6.87-7.41(7H, 
m). 

15 mmm e 



it'^!^Q-5)^mmmnt lx. mmm 2-m i 'j:mtm^<D:^mi:M\'^xit^ 

20 4fe)(I-6)Sr'g'fi)tLfc. 
jSi;^:184-l86^ 
Tcm^^ C24H22N4O6S <b LX 
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ni^m: C. 60.24: H. 4.63; N, 11.71; S. 6.70. 
M^m: C, 60.04; H, 4.39; N, 11.54; S, 6.71 

iH.NMR(d6-DMS0): 0.88(3H. t, J=7.2 Hz), 2.35(3H, s). 2.57(2H. q, J=7.2 Hz), 
4.44(2H, s), 4.93(2H, s). 6.85-7.62(7H, m), 7.57(lH, br). 7.97(1H, br). 

mmm 7-8 
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it-^^ No. 


R 




»H-NMR(CDCl3) 


1-7 


Me 




0.93(3H, t, J=7.5 Hz), 2.40(3H, s), 2.55(2H, q, 
J=7.5 Hz), 3.78(3H, s), 4.29(2H, s), 5.01(2H, s), 
5.50(1H, br), 6.65(1H, br), 6.96-7.43(9H. m). 


1-8 


H 


174-176 


0.91(3H, t, J=7,5 Hz), 2.43(3H, s), 2.57(2H, q, 
J=7.5 Hz), 4.30(2H, s). 5.08(2H, s). 6.93- 
7.42(10H. m). 7.75(1H. br). 
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IJilTO^.P^i^ai^y ^Ty•fe-Y«:>lV^5, ;i r JJlgSlS Lfc7 y •fe^f' It 9 6 

5, Z<DT )y ±^ <0 — ^ff!}^J:Vl^it^ Laure.J.Reynolds.Lori L.Hughes t>* 
Edward A Dennis (Zl ^ % 15 $ T Analysis of Human Synovial Fluid 
Phospholijpase A2 on Short Chain Phosphatidylcholine-Mixed Micelles: 
Development of a Spectrophotometric Assay Suitable for a Microtiterplate 
10 Readerj (Analytical Biochemi8try,204,pp 190-197,1992:-€:(7?g|^;|r2|s:5q^siBS:iJ: 

15 CaCh.GHaO (2.19g/L) 
KCl (7.455g/L) 

^i<skmT^\^y^> (mufim^^) (ig/L) 

(Sigma A.7030) 

Tris-HCl (3.94g/L) 
20 pH 7.5(NaOH V^M) 

0.05M-AcONa 
0.2M-NaCl 

pH 4.5m^-(^mm) 

25 
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(DTNB) 

5 5,5'-i^5^^ fc*;^-2-^S#^ (fP3tl«MSa) 198mg^ H2O 100ml (d^^ 
pH 7.5(NaOH-CSlS) 
(Substrate I^Wi) 

7-^% 1,2- 1';^ (^:f^y^J\^^:t) .l,2-i/7^:^-^ v'-sn-i/ y -feP-a-zJ^;^!}^ y /U- 
=J y :^ lOOmg* lm\(D^ o n J}^y^A^^:^^•t-S„ 
10 (Triton-X ICQ) 

Triton-X 100 624.9mg * 100ml (^^fS/^j/ 7 T ~ •Cjtillt' 5 . 

^i^RlS : D ^ ^ - h 1 t!t^^ 

1) Substrate(SW)^?K 0.106ml Srii '61= {C St 13 . 2:5*:^#(t^iK^® 
15 5fe1-5o rHi^:, Triton-X 100 0.54ml S:AP;t^J$^, Bath type sonication "f* 

•e, sonify L^fi?i- So ^HtJl, Sf&^^y^r— 17.8ml St/ DTNB 0.46mV 2: 
n\7LX. 96 l^^^W-r^ iJ' Pi?-f'i?-7'W- 0.18ml -fo^^a-r 5 o 

2) ^S^l^k-g-ifei iXlt^^^yi^-^) 10 M ISr. fcP>d»i:*iS^Lfc:r^- 

20 3) 40''C-C> 15^^-^ i^*^^- M-So 

4) hhi>^\:,^^^\^f:.m^f^m (8PLA2) * 20 /I IAD;%. (50ng/!> ai/w) , S 
^S^PM-r?) (40°C, 305>W) c 

(OD:405nm), 

25 6 ) lOho\t. log^arSr 10%~90% Pl^OlSfflOPl^^Uc^^ , 7°py h-fS 
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n2 





IC8o(mM) 




ICwCuM) 


i-i 


0.203 


1-6 


0.011 


1-2 


0.013 


1-7 


0.607 


1-3 


0.317 


1-8 


0.008 


1-4 


0.011 
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HI: 

(m g yifJZf^Ji^) 



m^^^ 2 5 0 

7^:^^^' ($£jtS) 2 0 0 

P^TT V l^M-^ 1 0 

-g-H- 4 6 0 m g 



§!l^J^J2 

(m g /fig^J) 



filttfiglJ^ 2 5 0 

•fe/UD-;^ (ISStiSa) 4 0 0 

-mt^-^m (fc 1 0 

-g-tt 6 6 5mg 
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3 



0.2 5 

5 y — 2 5. 75 

■:fa^7>h2 2 (i; u ai/y /■ ^ l^) 7 4. 00 

-g-tf 10 0. 00 

M^J«»J4 

SttfiK^^e OmgSr'^tpfil^JWJ5:<^J:5tci8!i3ti-S : 

m^^^ 6 0mg 

15 T^'yf^^ 45mg 

^S!tifefB<4-fe/Wn-^ 3 5mg 

zjf y b'r:^/!' l:°t3 y K^' (tKi^ 1 0 4mg 

■tY^}^J>.-)i)Vifs^i/:^=f-/v=f^^-:f'y 4. 5mg 

:xxr y v^r^ A o. smg 

20 1 m g 

^H- 1 5 Omg 

25 9 LT#yt!gi|5iii^ 5 O'C-CajlS Ur N o . 18>5'i^3.U. S . VMCii-fo 
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5 

8 0mg 

fy^y 5 9 m g 

miS^tt-fe^VD-;^ 5 9mg 

;^7^T y ^-^T ^'^^^^ v'f^ix 2 m g 

10 -g-ff 2 0 0mg 
'fy:fy. ■fe/i'D-^s *3j:t>*:5^xT y 

No. 4 5p«y->3.U. S. (DJ^^\i^\^m\^Xm^-^'7'f-y^:f^^^\Z.2 0 0m. 
g-fo^«i-5o 

15 iSj^J^J 6 

fi&ttfiK^ 2 2 5 m g Sr-^tf ^^JttJ!k©<t 5 J-S!!at-t"5 : 

fSttfig^J^ 2 2 5mg 

la^fliiK^i/y-fe y K 2 o o omg 

•g-H- 2 2 2 5 m g 

^d»Jt2 goS(J:AtiT?&«"rs» 



7 

25 5 0 m g Sr-&tp(l®^J«JSfc<Z)i 5 : 

SttRg^^ 5 Omg 



63 



wo 01/14378 



PCT/JPOO/05357 



-t h V ^•l>s:i3J^^^i^/f-^^±^^o—^ 5 0mg 

V o y 1.25ml 

^.%^mmm o. i om i 

#!N- q. V. 

5 fe^ q. V. 

mm?i^^MA.^f^ 5ml 

10 -CjtJ.ll^j:«f«f^1-6o 



SSl^JtSJ 8 

fSi!k^^ lOOmg 
15 ^^llflSM^y-tyK lOOOml 



mmm 9 

20 1 2 7 m g 

^aci^^-f h y A 2 7K?P«^ 36mg 

1 8 0 m g 

±l2^5^«:S't4ii)c5^<^^S;05 1 0 m g / g X-fc 5 t J^i: S J: 5 {-TKtC^ 
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1 . -m^ ( I ) 




5 CiCI'. R (a) C 1 - C 2 0 TyW^yU. C 2 - C 2 0 T/l^'^^/V^^ C2- 
C 2 0 TyU:¥::^/W. ^^^S. ^ytttft^^S, (b) 1 t.1tit^tlU±. ^tl 

Ltcm. ^tz\t (c) - (LM -R^ (^f, LMi7X^m^^, mmm^. mm 

10 .R«tt (a) ^fctt (b) t>^m^^ti?>&) : 

RM4, 7K^ll^^*fcW#^7k^I?>^^ 1 ~4i^^-&tfS ; 



(iCf, ReiSAUtR^A^riX^tlSftlCLT, C 1 - C 3 T/l'=3p/l'. * 

R-'ttzk^l^,^, c 1 - c 6 r7i^=¥/u, T y — ^u, ^NP'J^^'s ^fcHT^/w^yi'] 
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2. (II): 




CR««, - (CHa) m-Ri2 (ni(i 1 ~ 6 Og^, R ' Mi (d) ^: 




5 (^'t'. a. c. e. n. q. *3 i: T>* t fi^tl^'tbStlSz: 0 ~ 2 OgE^. R^ 
343 j;t>*R * M**i^^:*i^$&3t L-C^M^iy^-, c 1 - c 1 0 r yuds^/w^ ci-ci 
oy/l-^/l^:^^i^, C I - C 1 OT/V^/UT:t. Tl)—^^. ^^^M. i^XXJ^C 

1 -c 1 ryu^/w;6^f>a3i:(3:iliR$ tuSSs o {i^^®i^*^ci;jfii{tltl^^s 

L^lt- (CH2) -C = C-, -CsC-^ -0-. *fc«-S-. v{* 

10 0~2©^^, ^«-CH2-*fc«- (CH2) V tt®?^J!^^*5'5:«fiSlt 

-C^fo^ixSS. (e) Cl-C6T^u^/W, C 1 - C 6 T/l'*/'W:d-'Sp'>v 

C 1 - C 6/NDT/l'='f-'l':d*^'>'x C 1 - C 6 7>'W=3e->'W's Ty— /I'v *3 J; 
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R^it. C 1 - C 3 Ty'^^/^. C 2 - C 3 r/W-jTr^/U, C 3 - C 4 ^ o T =3p 
yu, C 3 - C 4 v-^ p 7>'U^=->'i', C 1 - C 2/'>nr-'U'*yU', Cl-C3Tyi'=¥ 
5 /u^df^ ix. :i fcflC 1 - C 3 T/^^;w^;^- ; 



16 



R 

■M-C— 

(^S;4's Mtt-CHs-. -o-> -N (R'«) -s *fctt-s-:R»«*3J;tJf 
R "«-?:tT.^tbaS:L-C7Kfgi^^^, C 1 - C 1 OT/U^/w, T y -/W^ Tv^u^ 
10 /u, ^ifeW^^ay^x R^'liTK^Jl^SfcttC 1 -C 6 T/W^/W) ; 

R^N4. ^ : 



O 
II 

-S-OH 
II 
O 



N-N 

1/ v\ 



N' 
H 

d20 



N 



O 
4 



>-OH 



OR 



19 



o 

— P— (CH2)i^-N-R 

I J. 



O 

-P-OH 
OR^3 



,20 



2° — O-P— (CH2)m-N-R^° 



OR 



19 



320 



OR 



19 



j20 




HO— C .s 

N 

(it'i'> R» «f47icmJ^i^, *;t«c 1 -c 1 oryU'=3E^/i' ; R2°tt^*L^* 

LTTk^i^i^^^-fiC l - C l O T;v=¥/w ; h « l ~8 (^Sif) ; 
15 R ' Mi> tK^M^s C 1 - C 8 T>'V^>'W. C 2 - C 8 TJi^^:^^^. C 2 - C 8 7 
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yU^nyU, CI - C \ ir 7 A'^'f^. C 3 - C 8 D T/U^yU, C 3 - C 8 V 

^^l^:t^i^. C 2 - C 8 T>'U'Jr;^yU3j-df C 2 - C 8 T/l'=^->'W2l-=¥ C2 

- C 1 2 TyU^/U:^-^ v'Tyl':^/!^. C 2 - C 1 2 T ^ /l^ :t ^ T =^r /i^ :^ =3f v' . 
5 c 2 - c 1 2 T/^^/^;^/>'^^f-^->'^^ c 2 - c i 2 T /w^/w;<7/W3}?=i/'wr 5 y , c 

2 - C 1 2 r/l'=^>'W;^-=^i/T C2-C12 T /l^^^\^:t^i^7 5 ^ ^/V/jJ?::! 

C 1 - C 1 2 T/U^/UT 5 y , C 1 - C 6 T yl^ -'I' ^ :t . C 2 - C 1 2 T^U 
df-yU5=-;2t-*>'U^=./w, c 1 - C 8 r/u^yi^^yw^ =yu, C 1 - C 8 TyV^yV';^ 
jU^=^/U, C 2 - C 8 ^'Ma TyW=^ryl':d-^ v-x C 1 — C 8 /^ p T =^ yl^ /I' *J •=• yt' x 
10 C 2 - C 8 yNP TyV'^pyu, C 1 - C 8 t K a ^ i/'T-'l'^yUx - C (O) O (C 1 

- C 8 T/i'^/U) , - (CH2) z-O- (C 1 - C 8 Tyu:*^/!^) X ^yyji^:^ 

jspv'x r y — >'Vr:i-=^fi^x r y — yi'^'^v'C 1 - c 8 Tyw'Spyu, r y '-/I'f^:*-^ t 

y — /U-^sJ-C 1 - C 8 TyU^Jf/l'x v^T / C 1 - C 8 T/W^yWx - (CONHSO 
2R*M (^'t'x R 2 MiC 1 - C 6 T/i'^/w^fcWT y -yw) X x)^yw?/Ux 
15 T^i^y. /Nny^', ^/I'Jl-T^Sr i/x - (CHg) z-COOH (^4'x ztt 

i~8(Dil!gr) X i/T/x i/Ty ^^TrL>:^^u, ^t=.^/j. tKvi^Kx t K7 



3 . R ^^SiOfR^dS^ : 



R»«^ : 
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(^(f. R'^, R'-'s b. d. f. g, p, u, a. P. id XX/ 

5. L**5j;afL*;JS-0-CH2--C$>5m*^l ~4 ©V^i"ti*»fJ:Eii©^b-a- 

6. -jis:^ (III): 
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(it'f. LMi¥J^^. -CHa-. — C = C-, -C = C-. -0-. 

• s - ; R ' J:OfR ' ''«-5■i^•ei^3^^5iUT/^oy:^, c i - c i o r^U'^r/v, 
C 1 - C 1 0 Tyv#/w:^=3|r-y, c 1 - C 1 0 T/U^/U'^:t. T y — /w, 
5 *3J;1/Cl-Cl 0^^oT/^^>'^^^e>3^lfi:i^:Ji^R$i^§S ; b ttO~3<DS^, 
d{iO~4©SElB:. fx Px *5J:t>•wtt•?:tL•?4^SH3iU■t 0~5<©liE|?c, g«0 

1- ; & (S-CHa-^ytfi- (CHj) ; *3 J; t>* V ^«^ii^t^J[?^^^) 

10 R 2 3{iC 1 - C 3 T/l'^>'l'*fc«C 3 - C 4 v'^ o Tyl^^/W ; 

L«J1. -O- CHa -X -S-CHa-. -N (R^e) -cHa-. -CHa- 
CHa-. -O-CH (CH3) *fctt-0-CH ( (CHa) zPh) - 
•^Jx R26fS7K^i!l^*fc{4C 1 -C eryU^/W. Ph«7rc=/P) ; 
R^Mi, -COOH. -SO3H, *fc«P (O) (OH) a ; 

15 R 2 ''«7k^M^x C 1 - C 6 T/W^>'W, C 7 - C 1 2Ty/\^^J\^. C 1 - C 6 7 
>'W:3E-yU;^-=¥ C 1 - C 6 T>'l'^yw^:i-x C 1 - C 6 t K a =^ ':/T/l'='e>'V. C2 
- C 6 7'/Udf-yi/;sJ-# V, /NDy^^, ^/WsK^i^x C 1 - C 6 7'>'V'^/l'^ ^ V 
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T y '-/l'^:tC 1 - C 8 T>'U^>'l', VT/Cl 

O ^fz\t O 

7 . (IV): 




- C 8 T/W^yl', T y -/Uf- 

- C 8 T A'^)^. ^^SSs 
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(iCf. L^^mJ^-a-, -CH2-> -c = c-. -C = C-, -0-. ^fctt- 
S - ; R ' J;t>-R ^ Ut^tl^^fimiLVXy^o^^. C l - C 1 0 T/U^^l^. 
C 1 - C 1 0 T/l'=¥>'^;^-#'>^ C l - C l 0 T ^ f :ir . T i) — yu. ^MMB. 
is xxfc 1 - c 1 7'>'W#>'W*>e>Ma(J:3S^$tb5S : b«o~3©iElS:, 

R«'{^C1-C 3 T/'l'=3f-;W*fcJ*C 3 - C 4 d r/U^/W ; 
10 R 2 6«zK5^1^^s C 1 - C 6 T/W=3f/W> C 7 - C 1 2 T^/W^^E^^^x C 1 - C 6 T 
/Udr/W;^:^^;/, C 1 - C 6 ryl'^/W^:^. C 1 - C 6 t K ci =3f^ ->TyV=^ryl'. C2 
-C 6/Nnr/V=Sf-/W;a-^i/'. C l - C 6 r/WdE-/U;^-;^r 

;&/wxK=>'w. Ty->'w;i-^v> T y — /i':t'3ei/c 1 - c 8 r/i'df-zV', ry— /wf" 
r y — yu'^:^c 1 - c 8 r/u^/v, i^ry c 1 - c 8 T/w:^/^, ^^iSS^ 
15 *75:«®5JIISS ; 
R^tt^C: 

O 

O O 

9. R'^jo J;t>'R»/5S-COCONH2r'fcSm5^3l 1 ~ 8 <D v^-fn*M^:l5«^«)'(^; 
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5 11. R'^fc J; t>*RB^S- c H 2 C ON H N H 2 T'fcSff ~ 8 <Z>l^-f 

1 2 . aiy^xyw^©:^D y i/X-fe5lf l ~ l l OV^-r^^;5=>^^:|^ScD:/^ 

14. s P L AaPl^^PJ-CfeSfJi^^ 1 3|Eiffi<DgMila^^o 

1 6. 2J^j£tt^.#^f^5if-r5^c*<^EM^fc®iiti-s^c>e>oii3jt^ 1 ~ 1 l©v^r 

1 7. ?S*^l~l 1 (^)V^i"i^^»^^:l5tife<D'fk-&<^©f&lS?±^»SrS^■raSrAS:•g• 
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